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This report contains indications relating to the following items: 
I ^} Basis of the report 



Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 
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. Basis of the report 



! . With regard to the elements of the international application: * 
the international application as originally filed. 
2 the description: 




pages NONE , filed with the demand 

pages NONE filed with the 

] (he drawings: 
pages NONE 



as amended (together with any statement) under Article 19 



pages NONE , filed with the demand 

pages NONE , filed with the letter of 

□ 

the sequence listing part of the description: 

pages NONE l as originally filed 

pages NONE , filed with the demand 

s NONE , filed with the letter of _ 



.. Wtth regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following lang uage which is: 

[HI the language of a translation furnished for the purposes of international search (under Rule23.1(b)). 
I — I the language of publication of the international application (under Rule 48 3(b)) 

□ the language of the translation furnished for the purposes of international preliminary examination(under Rules 
55.2 and/or 55.3). 

. With regard to any nucleotide and/or amino add sequence disclosed in the international application the 
international preliminary examination was carried out on the basis of the sequence listing: 
d contained in the international apphcationin printed form. 
CI filed together with the international application in computer readable form. 

I furnished subsequently to this Authority in written form. 

CZ furnished subsequently to this Authority in computer readable form. 

□ The statement that the information recorded in computer readable form is identical to the written sequence listing 
has been furnished. 6 

[><3 The amendments have resulted in the cancellation of, 
|^ the description, pages NONE 
1^1 the claims, Nos. NONE 
[33 the drawings, sheets/fig NONE 
5. □ This report has been established as if (some of) the amendments had not been made, since they have been considered to go 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 
* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to in 
fsreportas originally filed and are not annexed to this report since they do not contain amendments Wes 70.16 and 70 17) 
*Am replacement sheet containing such amendments must be referred to under 'item 1 and annexed to this report 



The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 



Form PCT/IPEA/409 (Box I) (July 1998) 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
PCT/US03/32597 



V. Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. STATEMENT 



Novelty (N) Claims M§ YES 

Claims NONE NO 

Inventive Step (IS) Claims NONE YES 

Claims M8 NO 

Industrial Applicability (IA) Claims M8 YES 

Claims NONE NO 



2. CITATIONS AND EXPLANATIONS 
Please See Continuation Sheet 
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V. 2. Citations and Explanations: 

Claims 1-48 meet the criteria of PCT Article 33(2) because the prior art does not teach the employment of the composition herein in 
the claimed method of improving sexual performance in a male subject. 

Claims 1-48 lack an inventive step under PCT Article 33(3) as being obvious over Omar (5,730,987) and Mak et al. (WO 99/24041) 
in view of Allen (WO 96/227372) and Heiber et al. (WO 93/25168). 

Omar discloses that the particular steroid, testosterone and yohimbine or papaverin in a combination to be administered are 
useful in the composition and the method of the treatment of impotent in human males, i.e., erectile dysfunction. See col. 1 lines 17-65 
and claims 6-8. 

Mak et al. discloses an enhancement of the penetration of transdermally (percutaneously) or topically applied a 
pharmaceutical composition comprising an active agent, testosterone, and a penetration-enhancing system that comprises oleic acid (a 
fatty acid having 17 carbon atoms), C1-C4 alcohol (e.g., ethanol, 2-propanol), and the gelling agent (a thickener), CARBOPOL (a 
polyacrylic acid). See abstract, page 3 lines 1-5, page 10 Example 1, and Figure 2. 

Heiber et al. (WO 93/25168) discloses that testosterone compositions comprising a transdermal (percutaneous) delivery 
system comprising C2 or C3 alcohol, a penetration enhancer therein, i.e., glycerine, and a gelling agent, are useful in methods 
moderating and maintaining transdermal drug delivery to the derma at a relatively sustained rate over the duration of application to 
situs. See abstract. Example 3 at page 19-21, and claims 1-46 and 48. 

Allen (WO 96/227372) discloses a topical cream composition useful for treating male erectile dysfunction comprising the 
particular penetration enhancer, isopropyl myristate or glycerine. See abstract and claim 1 and 4. 

One having ordinary skill in the art would have been motivated to employ the particular steroid, testosterone, C1-C4 
alcohol, and the particular penetration enhancer, C8-C22 fatty acid and isopropyl myristate in a method for improving the efficacy of 
the composition herein useful for treating erectile dysfunction in an eugonadal male since the composition containing testosterone of 
Mak et al. is known to be useful in a method for improving the efficacy of percutaneously delivering a pharmaceutical because this 
composition further comprises a transdermally or topically penetration-enhancing system encompassing an oleic acid (a fatty acid 
having 17 carbon atoms), C1-C4 alcohol (e.g., ethanol, 2-propanol), and a penetration enhancer and a gelling agent. Moreover, the 
teachings of Heiber et al. have further provided the motivation to make the present invention since testosterone compositions of 
Heiber are known to comprise a transdermal (percutaneous) delivery system comprising C2 or C3 alcohol, a penetration enhancer 
therein, i.e., glycerine, and a gelling agent, and these compositions are known to be useful in methods moderating and maintaining 
transdermal drug delivery to the derma at a relatively sustained rate over the duration of application to skins. 

Therefore, one of ordinary skill in the art would have found it obvious to employ the composition of Mak et al. in the instant 
claimed method. The topical cream composition of Allen is also known to be useful for treating male erectile dysfunction or 
improving sexual performance comprising the particular penetration enhancer herein, isopropyl myristate, which provides additional 
motivation for the claimed method. Thus, the motivation to employ known drug delivery systems to enhance the penetration of actives 
herein transdermally (percutaneously) or topically for treating male erectile dysfunction is clearly provided by the Mak et al. and 
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Allen references. 

Further, the particular steroid, testosterone, is well known to be useful to treat erectile dysfunction or improving sexual 
performance in a male according to Omar. Moreover, all another pharmaceutical employed in the combination with testosterone 
recited in claims are well known in the art to be useful in treating erectile dysfunction or improving sexual performance in a male. 

Therefore, one of ordinary skill in the art would have reasonably expected that adding another pharmaceutical useful for 
treating erectile dysfunction such as sildenafil sildenafil to Mak's composition would improve the therapeutic effect of Mak's 
composition to treat male erectile dysfunction or improving sexual performance. 

Additionally, one of ordinary skill in the art would have been motivated to optimize the effective amounts of active 
ingredients in the composition because the optimization of known effective amounts of known active agents to be administered, is 
considered well in the competence level of an ordinary skilled artisan in pharmaceutical science, involving merely routine skill in the 
art 

Claims 1-48 meet the criteria of PCT Article 33(4) because the claimed method of improving sexual performance in a male subject has 
industrial applicability in the pharmaceutical art. 
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